Until recently Britain could boast a lower incidence of alcoholrelated problems than most Western countries. Unfortunately we now seem determined to climb up the league table. Over the past 10 years offences of drunkenness and of drink-driving have risen sharply.1 2 So have admission rates to hospital for alcoholism and alcoholic liver disease,3 4 and in one English city the incidence of alcoholic cirrhosis has increased fourfold since the early 1960s.; Violent crimes, divorces, and attempted suicides are all multiplying-and all these social ills have alcoholism as a major factor.
Drinking habits in Britain have changed appreciably since the second world war, with the pace of change accelerating. Consumption of wine and spirits, encouraged by some imaginative and persuasive advertising campaigns, has doubled over the past decade. 6 Though genetic and psychological factors contribute to a person's drinking behaviour," it is also strongly influenced by the cost and availability of alcohol and by the drinking habits of friends. As Skog"2 has commented, if someone's alcohol intake increases, for whatever reason, the probability of his friends being offered a drink when they visit is correspondingly increased; they may feel obliged to serve him a drink on his return visit. "And so it goes on; a rising consumption affects the drinking habits of every consumer with the semblance of a spreading wave."
In Britain higher consumption has been encouraged as the relative cost of alcoholic drinks has fallen considerably in recent years-despite the burden of increased duty imposed by successive Chancellors of the Exchequer. In relative terms a bottle of spirits is now a third cheaper than in 1965 and only half the price if changes in disposable income are taken into consideration. Alcohol is also more readily available. Licensing restrictions have been relaxed, and the number of off-licences has increased, especially since the abolition of retail-price maintenance in 1967, when supermarkets entered the retail trade. Not surprisingly, the toll of alcohol-related problems has been greatest among women, for whom a visit to the pub or off-licence might meet with disapproval but who can conveniently hide a bottle of alcohol among the cornflake packets.
The evidence is incontrovertible: whenever alcoholic drinks become cheaper and more readily available indices of alcoholrelated problems increase. This was first shown in Canada by Seeley, 13 Does cimetidine cause gastric cancer?
Balancing the safety and efficacy of any drug requires an attempt to weigh factors that are imponderable. Neither the benefits oftreatment nor the disadvantages imposed by adverse effects can be measured by any single objective standard. A fear of inducing fetal malformations may be of paramount importance in some cases, while aversion to a drug which may cause cancer will be a central concern in many others. Cimetidine has now been widely used for four years. It is unquestionably beneficial in promoting healing of peptic ulcers, but it also has proved adverse effects, which include mild antiandrogenic properties, a tendency to cause confusion especially when used in high doses and in elderly patients, and modest slowing of hepatic drug metabolism. Generally, the drug's short-term safety record is good, but concern has repeatedly been expressed that treatment might promote the development of gastric cancer, and earlier this year this concern was given prominence in an article in the Sunday Times.
The case against cimetidine may be divided into two parts. Firstly, patients with pernicious anaemia (whose stomachs are achlorhydric) have between two and four times the usual frequency of gastric cancer. Cimetidine induces hypochlorhydria, and case histories have been reported of patients in whom gastric cancer was diagnosed after treatment with cimetidine for peptic ulcer. Secondly, the pathophysiological conditions prevailing in the stomach during treatment with cimetidine have been said to favour the formation of carcinogens either as a general property of the reduction of acidity or else as a result of the specific configuration of the cimetidine molecule. How good is the evidence on each ofthese points ?
The analogy with the stomach of the patient with pernicious anaemia may be poor. Such patients have an autoimmune disorder associated with gastric atrophy, and their liability to develop gastric cancer may well be due in whole or part to the inflammatory process in the gastric wall or to the thinning of the mucosa, which would allow easier access of carcinogenic substances to sites of natural cellular proliferation. Patients with pernicious anaemia have stomachs that are obviously and grossly abnormal; there is no evidence that the stomachs of patients who have received prolonged courses of cimetidine differ materially from the stomachs ofthose who have not.
Case reports of gastric cancer detected after treatment with cimetidine are few, but they include instances where gastroscopy and biopsy before treatment found no evidence of malignancy and where cancer apparently complicated simple duodenal ulceration, ordinarily a rare occurrence.1-3 These reports are disturbing, but the numbers are small, and in none of them might the gastric cancer not have been present before treatment was started. Furthermore, the interval between the start of treatment and the occurrence of cancer was very short-two years or much less. Induction of the common cancers associated with aging is generally believed to take many years. Where gastric cancer is concerned there are few hard data. Nevertheless, migrants from high-risk to low-risk areas for gastric cancer tend to retain the cancer liability of their native population.4 Again, a small but distinct increase in the frequency of gastric cancer is a known risk for patients who have had a partial gastrectomy; and, while no precise figure can be attached to the interval between operation and the occurrence of cancer, it is probably above 10 years.5-7 One series ofcases gave an average interval of 17 years. 6 Cimetidine treatment partially suppresses secretion of gastric acid, which is likely to favour the formation of nitrosammes-which, in general, are potent carcinogens. Human gastric juice ordinarily contains amines and these might react with nitrite to form nitrosamines. Neutral gastric juice also tends to contain bacteria that can generate nitrite from nitrate, and hence favour nitrosation. Thiocyanates, which would tend to catalyse the reaction, have also been detected in increased quantities in neutral gastric juice.8 These findings all need fuller evaluation. On the one hand, exposure to nitrate has been associated with an increased risk of gastric cancer,9-10 particularly in South America. On the other hand, if thiocyanate catalysation were important smokers might be expected to be peculiarly prone to gastric cancer, and this is not so.
